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P 20030513 




AB The title compds. [I; Rl = H, halo, alkyl, etc.; R2 = cycloalkyl, 

(un) substituted aryl, heterocyclyl; A = heterocycle; Q = alkyl, O, CO, 
S02, etc.] that are HIV integrase inhibitors and therefore are useful in 
the inhibition of HIV replication, the prevention and/or treatment of 
infection by HIV, and in the treatment of AIDS and/or ARC, were prepared 
E.g., a multi-step synthesis of 7- (5 -benzyl-4H-l , 2 , 4 -triazol-3 -yl) -1, 6- 
naphthyridin-8-ol, was given. The compds. I have anti-HIV activity in the 
range IC50 of 1-1000 nM. The pharmaceutical composition comprising the 

compound 

I is disclosed. 

IT 161814-49-9, Amprenavir 198904-31-3, BMS-232632 
206361-99-1, TMC-114 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(co-drug; preparation of naphthyridine integrase inhibitors for treating HIV 
infection in combination with other therapeutic agents) 
RN 161814-49-9 CAPLUS 

CN Carbamic acid, [ (IS , 2R) -3 - [ [ (4 -aminophenyl) sulf onyl] (2-methylpropyl) amino] - 
2 -hydroxy- 1 - (phenylmethyl) propyl] -, (3S) -tetrahydro-3 -f uranyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 198904-31-3 CAPLUS 

CN 2, 5, 6, 10, 13-Pentaazatetradecanedioic acid, 3, 12-bis (1, 1 -dime thy lethyl) -8- 
hydroxy-4, ll-dioxo-9- (phenylmethyl) -6- [ [4- (2 -pyridinyl) phenyl] methyl] -, 
dimethyl ester, (3S, 8S, 9S , 12S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




H 



RN 206361-99-1 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3 - [ [ (4 -aminophenyl) sulf onyl] (2-methylpropyl) amino] - 

2 - hydroxy- 1- (phenylmethyl) propyl] -, (3R,3aS,6aR) -hexahydrofuro [2 , 3 -b] furan- 

3- yl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB 



IT 



RN 
CN 



Title compds. I [wherein A = monocyclic or bicyclic ring selected from 
hetero/aryl, cycloalkyl, cycloalkenyl , heterocyclyl ; Rl = H, 
(un) substituted cycloalkyl/cyclo/alkenyl , alkoxycarbonyl/alkoxy/aryl/aryls 
ulf onyl/arylsulf anyl/carboxy/cyano/heteroaryl/alkyl , heterocyclyl , etc . ; 
R2, R3 = independently H, cyano, halo, (un) substituted alkenyl, 
alkoxycarbonyl, alkyl, heteroaryl , etc.; CR2R3C = 5- or 6-membered ring 
selected from Ph, pyridinyl, pyrimidinyl, pyridazinyl, thienyl, furanyl, 
pyrazolyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl, isothiazolyl , 
triazolyl, thiadiazolyl , tetrazolyl, cyclopentyl, and cyclohexyl; R4 = OH 
and derivs., halo, NH2 and derivs . , etc.; R5 = independently CN, N02 , 
(un) substituted alk (en/yn) yl , hetero/aryl, arylsulf onyl , heterocyclyl 
etc.; n = 0-4; their pharmaceutical ly acceptable salts, stereoisomers, or 
tautomers] were prepared as hepatitis C (HCV) polymerase inhibitors for 
treating related infections. Thus II was prepared by alkylation of III 
(preparation given) with tris (methylthio) methyl Me sulfate in AcOH, cyclization 
with 2-amino-4 [ (4 -methoxymethoxy) methyl] thiophene -3 -sulfonamide, 
deprotection, condensation with cyclopropanecarboxaldehyde, reduction with 
LiBH4. I inhibited HCV polymerase with IC50»s in the range of 0.002 uM 
to 500 nM. I inhibited RNA replication with EC50 in the range of 0.002 
uM to > 100 nM. I exhibited a cytopathic effect reduction with TC50's 
in the range of 6.6 uM to > 100 uM. 
161814-49-9, Amprenavir 198904-31-3, Atazanavir 
2063 61-99-1, TMC-114 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination therapy; preparation of 1, 1-dioxidobenzothiadiazines as 
hepatitis C polymerase inhibitors and anti-infective agents) 

161814-49-9 CAPLUS 

Carbamic acid, [ ( IS , 2R) -3 - [ [ (4 -aminophenyl) sulf onyl] (2 -methylpropyl ) amino] - 
2-hydroxy-l- (phenylmethyl) propyl] -, (3S) -tetrahydro-3 -furanyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




v NH 2 

RN 198904-31-3 CAPLUS 

CN 2,5,6, 10, 13-Pentaazatetradecanedioic acid, 3, 12-bis (1, 1 - dime thy le thy 1) -8- 
hydroxy-4, ll-dioxo-9- (phenyl methyl) -6- [ [4- ( 2 -pyridinyl) phenyl] methyl] -, 
dimethyl ester, (3S, 8S, 9S, 12S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




H 



RN 206361-99-1 CAPLUS 

CN Carbamic acid, [ (1S,2R) -3- [ [ (4-aminophenyl) sulfonyl] (2 -methylpropyl) amino] - 

2- hydroxy-l- (phenylmethyl) propyl] -, (3R,3aS,6aR) -hexahydrof uro [2 , 3 -b] furan- 

3- yl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PRIORITY APPLN. INFO.: US 2002-433953P P 20021218 

OTHER SOURCE(S): MARPAT 141:123632 

GI 



NH2 




AB Title compds. I [Rl-3 = H, halo, haloalkyl, aryl, etc.; Q = S, O, amino; A 
= heterocycle, carbocycle] are prepared For instance, 3-amino-4- 
chlorobenzamidoxime (preparation given) is reacted with 3-chlorothiophene-2- 
carbonyl chloride (pyridine, reflux, 50 min) to give II. II and other 
examples are potent caspase cascade activators and inducers of apoptosis 
in solid tumor cells, e.g., human breast cancer cell lines T-47D and 
ZR-75-1. 

IT 161814-49-9, Amprenavir 198904-31-3, CGP-73547 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination pharmaceutical; preparation of 3 , 5-Disubstituted- [1, 2 , 4] - 
oxadiazoles and analogs as activators of caspases and inducers of 
' apoptosis) 
RN 161814-49-9 CAPLUS 

CN Carbamic acid, [ (1S,2R) -3- [ [ (4-aminophenyl) sulfonyl] (2-methylpropyl) amino] - 
2 -hydroxy- 1- (phenylmethyl) propyl] -, (3S) -tetrahydro-3-furanyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




Ph 

f V 




NH 2 



RN 198904-31-3 CAPLUS 

CN 2,5,6, 10, 13-Pentaazatetradecanedioic acid, 3, 12-bis (1, 1-dimethylethyl) -8- 
hydroxy-4, ll-dioxo-9- (phenylmethyl) -6- [ [4- (2 -pyridinyl) phenyl] methyl] -, 
dimethyl ester, (3S, 8S, 9S, 12S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NI , NO, NZ , 

OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM, 
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AB 



IT 



RN 
CN 



Title compds . I [wherein A = monocyclic or bicyclic ring selected from 
hetero/aryl, cycloalkyl, cycloalkenyl, heterocyclyl ; Rl = H, 
(un) substituted cycloalkyl/cyclo/alkenyl, alkoxycarbonyl/alkoxy/aryl/aryls 
ulf onyl/arylsulf anyl/carboxy/cyano/heteroaryl/alkyl, heterocyclyl, etc . ; 
R2, R3 = independently H, cyano, halo, (un) substituted alkenyl, 
alkoxycarbonyl, alkyl, heteroaryl, etc.; CR2R3C = 5- or 6-membered ring 
selected from Ph, pyridinyl, pyrimidinyl, pyridazinyl, thienyl, furanyl, 
pyrazolyl, oxazolyl, thiazolyl, imidazolyl, isoxazolyl, isothiazolyl , 
triazolyl, thiadiazolyl , tetrazolyl, cyclopentyl, and cyclohexyl; R4 = OH 
and derivs., halo, NH2 and derivs . , etc.; R5 = independently CN, N02 , 
(un) substituted alk (en/yn) yl , hetero/aryl, arylsulf onyl , heterocyclyl 
etc.; n = 0-4; their pharmaceutical^ acceptable salts, stereoisomers, or 
tautomers] were prepared as hepatitis C (HCV) polymerase inhibitors for 
treating related infections. Thus II was prepared by alkylation of III 
(preparation given) with tris (methylthio) methyl Me sulfate in AcOH, cyclization 
with 2-amino-4 [ (4-methoxymethoxy) methyl] thiphene- 3 -sulfonamide , 
deprotection, condensation with cyclopropanecarboxaldehyde, reduction with 
LiBH4. I inhibited HCV polymerase with IC50's in the range of 0.002 uM 
to 500 uM. I inhibited RNA replication with EC50 in the range of 0.002 
uM to > 100 |aM. I exhibited a cytopathic effect reduction with TC50's 
in the range of 6.6 uM to > 10 0 uM. 
161814-49-9, Amprenavir 198904-31-3, Atazanavir 
206361-99-1, TMC-114 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination therapy; preparation of 1, 1-dioxidobenzothiadiazines as 
hepatitis C polymerase inhibitors and anti- infective agents) 

161814-49-9 CAPLUS 

Carbamic acid, [ (IS, 2R) -3- [ [ (4 -aminophenyl) sulfonyl] (2 -methylpropyl) amino] - 
2-hydroxy-l- (phenyl methyl) propyl] -, (3S) -tetrahydro-3 -furanyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry . 




NH 2 



RN 198904-31-3 CAPLUS 



CN 2 , 5, 6, 10, 13-Pentaazatetradecanedioic acid, 3 , 12 -bis (1, 1 -dime thy lethyl) -8- 
hydroxy-4, ll-dioxo-9- (phenylmethyl) -6- [ [4- (2 -pyridinyl) phenyl] methyl] 
dimethyl ester, (3S, 8S, 9S, 12S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 206361-99-1 CAPLUS 

CN Carbamic acid, [ (IS, 2R) -3 - [ [ (4-aminophenyl) sulf onyl] (2 -methylpropyl) amino] - 

2- hydroxy-l- (phenylmethyl) propyl] -, (3R,3aS,6aR) -hexahydrof uro [2 , 3 -b] furan- 

3- yl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




